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REMARKS 

Claims 100, 106, 107, 109, 110 and 112-125 are pending in 
the subject application. Applicants hereinabove have 
amended the specification, and amended claims 100, 109, 
110, 112, 114, 115, 118, 124 and 125. Accordingly, upon 
entry of this Amendment, claims 100, 106, 107, 109, 110 
and 112-125, as amended, will still be pending and under 
examination . 

Applicants have amended claim 118 to correct a minor 
typographical error. Applicants maintain that the 

amendments to the specification and to claims 100, 109, 
110, 112, 114, 115, 118, 124 and 125 do not raise any 
issue of new matter, and that these claims, as amended, 
are fully supported by the specification as originally 
filed. 

Support for the claim amendments is found, inter alia, in 
the specification as follows: Claims 100, 112, 114 and 
115 : page 11, line 33 to page 12, line 29, page 12, lines 
15-16, page 14, lines 1-5, page 32, lines 13-20, and 
Figures 1-1 and 1-2; Claim 109 : page 87, lines 27-29, and 
page 37, lines 31-35; Claims 110, 124 and 125 : page 12, 
lines 15 and 16, page 16, lines 26-28, and page 66, lines 
8-14. 
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February 3, 2004 Examiner' s Proposed Amendment and 
February 6, 2004 Examiner' s Interview 

On February 3, 2004, the Examiner forwarded to the 
undersigned's office a proposed Examiner's Amendment for 
the subject application and for related copending 
applications (U.S. Serial Nos . 08/196,154 and 08/481,809) 
which applicants understood would place this application 
in condition for allowance. Applicants note for the 
record their appreciation for the courtesies extended by 
Examiner Holleran to their representatives, John P. 
White, Esq., and Mark A. Farley, Esq. in providing the 
proposed Examiner's Amendment. For completeness of the 
record, applicants submit herewith as EXHIBITS A and B 
copies of the February 3, 2004 Examiner's Proposed 
Amendments in connection with related U.S. Serial Nos. 
08/196,154 and 08/481,809, respectively. 

On February 6, 2004, applicants' undersigned attorney, 
Mark A. Farley, Esq., had a telephonic interview with 
Examiner Holleran concerning the February 3, 2004 
Examiner' s Proposed Amendment in connection with this 
application and related copending applications (U.S. 
Serial Nos. 08/196,154 and 08/481,809). Applicants again 
wish to thank the Examiner for her time and consideration 
during this interview. For completeness of the record, 
applicants submit herewith as EXHIBITS C and D copies of 
the February 3, 2004 Examiner's Proposed Amendments in 
connection with related U.S. Serial Nos. 08/196,154 and 
08/481, 809, respectively. 
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Subsequently, on April 16, 2004, Examiner Holleran issued 
the Office Action to which this Amendment is a response. 

Thereafter, on August 12, 2004, the undersigned had a 
telephonic interview with Examiner Holleran concerning 
the February 3, 2004 Examiner's Proposed Amendment in the 
related U.S. application (U.S. Serial No. 08/196,154), 
which is similar to the February 3, 2004 Examiner's 
Proposed Amendment in the subject application. For 
completeness of the record, applicants submit herewith as 
EXHIBIT E a copy of the Interview Summary for that 
interview. 

Applicants have carefully reviewed the February 3, 2004 
proposed Examiner's Amendment and have .substantially 
incorporated it into this Amendment. However, applicants 
have made certain changes which are believed necessary, 
for example, to correct minor typographical errors and to 
insure proper antecedent basis in the amended claims. 
Applicants maintain that this Amendment places this 
application in condition for allowance and look forward 
to receiving from the Examiner a communication to this 
effect . 

Rejections Withdrawn In The April 16, 2004 Office Action 

The Examiner stated that the objection to the disclosure 
is withdrawn in view of the submission of a new "Figure 
6B. " 

The Examiner stated that the provisional rejection of 
claims 100-126 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable 
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over claims 123-146 of copending Serial No. 08/477,147 is 
withdrawn in view of the terminal disclaimer filed 
December 15, 2 003. 

The Examiner also stated that the provisional rejection 
of claims 100-126 under the judicially, created doctrine 
of obviousness- type double patenting as being 
unpatentable over claims 119-143 of copending Serial No. 
08/196, 154 is withdrawn in view of the terminal 
disclaimer filed December 15, 2003. 

The Examiner also stated that the objection to claim 95 
for depending from a cancelled claim (claim 94) is 
withdrawn in view of the cancellation of claim 95 . 

The Examiner also stated that the rejection of claims 
103-105 and 126 under 35 U.S.C. §112, first paragraph, as 
failing to comply with the written description 
requirement, is withdrawn in view of the cancellation of 
the claims . 

The Examiner also stated that the rejection of claims 
100-112 under 35 U.S.C. §103 (a) as being unpatentable 
over Wiegand et al. (U.S. Patent 5,599,914, issued 
February 4, 1997) in view of Fiume et al . ( Critical Rev . 
Therapeutic Drug Carrier Systems , 4(4):265-284 (1988)), 
Ritter et al . ( Seminars in Cancer Biology , 2:401-409 
(1991)), . Kensil et al . ( The Journal of Immunology , 
146 (2) : 431-437 (1991), Marciani et al . ( Vaccine , 9:89-96 
(1991)) and Uemura et al . ( J. Biochem. , 7 9 ( 6 ): 12 53-12 61 
(1976)) is withdrawn. 
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The Examiner also stated that the rejection of claims 
100, 112-115 and 117-126 under 35 U.S.C. §103(a) as being 
unpatentable over Wiegand et al- (U.S. Patent 5,599,914, 
issued February 4, 1997), Fiume et al . ( Critical Rev. 
Therapeutic Drug Carrier Systems , 4(4):265-284 (1988)), 
Livingston et al . ( Cancer Research , 14 9:7 045-7 050 

(1989)), in view of Ritter et al. ( Seminars in Cancer 
Biology , 2:401-409 (1991)), Livingston et al . (U.S. 
Patent No. 5, 102, 663), Kensil et al . ( The Journal of 
Immunology , 14 6 ( 2 ): 431-437 (1991), Marciani et al . 

( Vaccine , 9:89-96 (1991)) and Uemura et al . ( J. Biochem. , 
79 (6) : 1253-1261 (1976)) is withdrawn. 

The Examiner further stated that the rejection of claims 
95, 115 and 116 under 35 U.S.C. §103 (a) as being 
unpatentable over Wiegand et al. (U.S. Patent 5,599,914, 
issued February 4, 1997) in view of Fiume et al . 

( Critical Rev. Therapeutic Drug Carrier Systems , 
4(4):265-284 (1988)), Livingston et al . ( Cancer Research , 
149:7045-7050 (1989)), Ritter et al. ( Seminars in Cancer 
Biology , 2:401-409 (1991)), Livingston et al . (U.S. 
Patent No. 5,102, 663), Kensil et al . ( The Journal of 
Immunology , 14 6 ( 2 ): 431-4 37 (1991), Marciani et al . 

( Vaccine , 9:89-96 (1991)) and Uemura et al. ( J . Biochem. , 
79 ( 6) : 1253-1261 (1976)) as applied to claims 78, 80-92, 
94 and 96-99 above and further in view of Irie et al . 

(U.S. Patent No. 4,557,931) is withdrawn. 

Formalities 

The Examiner objected to claims 109 and 112 under 37 
C.F.R. §1.75 (b) because claims 109 and 112 appear to 
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claim inventions of the same scope. 


In response, applicants point out that claim 109, as 
amended above, now recites "50 jag . " Thus, applicants 
maintain that the Examiner's objection to claims 109 and 
112 has been obviated. 


Terminal Disclaimer filed December 15, 2003 

As mentioned above, applicants filed a Terminal 
Disclaimer on December 10, 2003 (which the U.S. Patent 
and Trademark Office received on December 15, 2003) 
relative to any patent issuing from copending U.S. Serial 
Nos. 08/196,154 and 08/477,147 in response to then 
outstanding provisional obviousness-type double patenting 
rejections of claims 100-126. 

Applicants intend to submit a substitute Terminal 
Disclaimer with respect to any patent issuing from any 
one or more of copending U.S. Serial Nos. 08/196, 154, 
08/475,784, 08/477,147, and/or 08/481,809 in the near 
future. Applicants note that the substitute Terminal 
Disclaimer will replace and supersede in all respects the 
Terminal Disclaimer filed December 15, 2003. 


Claim Rejection Under 35 U.S.C. §112, First Paragraph - 
Written Description 

The Examiner rejected claims 100, 106, 107, 109, 110 and 
112-125 under 35 U.S.C. §112, first paragraph, as 
allegedly containing subject matter which was not 
described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that 
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the inventors, at the time the application was filed, had 
possession of the claimed invention. Specifically, the 
Examiner stated that the specification does not support 
the genus of conjugates comprising gangliosides , wherein 
the ganglioside has "an altered ceramide portion 
comprising an altered sphingosine base." 

The Examiner stated that the claimed inventions read on 
compositions comprising ganglioside conjugates and 
methods of treatment comprising the administration of 
compositions comprising ganglioside conjugates, where the 
ganglioside portions of the conjugates are so broadly 
claimed that they are not adequately described by the 
specification. Specifically, the Examiner stated that 
the recitation "GM2 or GD2 ganglioside derivative" which 
comprises "an altered ceramide portion comprising an 
altered sphingosine base" refers to a genus of compounds 
that is not supported by the specification. The Examiner 
stated that the only example of an "altered ceramide 
portion comprising an altered sphingosine base" provided 
by the specification is the one example of a ganglioside 
conjugate in which, prior to conjugation, the sphingosine 
base has been cleaved with ozone and reduced to form a 
reactive aldehyde at the C-4 carbon of the sphingosine 
base. The Examiner also stated that this one example is 
not representative of all the possible species 
encompassed by the phrase "GM2 or GD2 ganglioside 
derivative" which comprises M an unaltered oligosaccharide 
part and an altered ceramide portion comprising an 
altered sphingosine base." The Examiner thus concluded 
that the genus of conjugates is not supported by an 
adequate written description of the varied members of the 
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genus, and one of skill in the art would not find that 
applicants were in possession of the genus of claimed 
compositions or claimed methods using the claimed 
compositions at the time of filing. 

In response to the Examiner's rejection to claims 100, 
106, 107, 109, 110 and 112-125, but without conceding the 
correctness thereof, applicants note that claims 100, 
109, 110, 112, 114, 115, 118, 124 and 125 have been 
amended. These claims, as amended, do not recite the 
phrase M an altered ceramide portion comprising an altered 
sphingosine base." Instead, they only refer to an 
altered sphingosine base, the nature of the alteration 
being further defined elsewhere in the claim. 

In view of the amendments to the claims, applicants 
maintain that claims 100, 106, 107, 109, 110 and 112-125 
satisfy the requirements of 35 U.S.C. §112, first 
paragraph, and request that the Examiner reconsider and 
withdraw this ground of rejection. 

The Examiner also rejected claims 100, 106, 107, 109, 110 
and 112-125 under 35 U.S.C. §112, first paragraph, as 
allegedly containing subject matter which was not 
described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that 
the inventors, at the time the application was filed, had 
possession of the claimed invention. Specifically, the 
Examiner stated that the specification does not support 
the genus of conjugates comprising "a derivative of 
Keyhole Limpet Hemocyanin." 
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The Examiner stated that the specification fails to 
provide a definition of what is encompassed by the phrase 
"derivative of Keyhole Limpet Hemocyanin (KLH) , " but 
instead provides examples of derivatives where compounds 
such as cytokines, non-ionic block copolymer or 
monphospholipid A are linked to KLH. The Examiner also 
stated that these examples of derivatives are not 
representative of the full scope of the genus of 
"derivatives' 7 of KLH because, absent a definition in the 
specification limiting the derivatives to those species 
described, a "derivative" is interpreted to mean any 
compound that comprises any portion of KLH, even a 
portion as small as one molecule of KLH. The Examiner 
thus concluded that the scope of "derivative" of KLH is 
not supported by the few examples provided by the 
specification. The Examiner further concluded that the 
genus of conjugates is not supported by an adequate 
written description of the varied members of the genus, 
and one of skill in the art would not find that 
applicants were in possession of the genus of claimed 
compositions or claimed methods using the claimed 
compositions at the time of filing. 

In response to the Examiner's rejection, but without 
conceding the correctness thereof, applicants note that 
claims 100, 109, 110, 112, 114, 115, 124 and 125 have 
been amended. These claims, as amended, do not recite 
the phrase "a derivative of Keyhole Limpet Hemocyanin.' 7 
Rather, they only refer to "Keyhole Limpet Hemocyanin." 


In view of the amendments to the claims, applicants 
maintain that claims 100, 106, 107, 109, 110 and 112-125 
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satisfy the requirements of 35 U.S.C. §112, first 
paragraph, and request that the Examiner reconsider and 
withdraw this ground of rejection. 

Claim Rejection Under 35 U.S.C. §112 , Second Paragraph - 
Indef ini tenes s 

The Examiner rejected claims 100, 106, 107, 109, 110 and 
112-125 under 35 U.S.C. §112, second paragraph, as 
allegedly indefinite for failing to particularly point 
out and distinctly claim the subject matter which 
applicant regards as the invention. Specifically, the 
Examiner stated that claims 119, 129, 131 and 132 are 
indefinite because of the recitation of "'QS-21". The 
Examiner stated that the specification does not describe 
with sufficient clarity the chemical and structural 
nature of "QS-21." The Examiner stated that the 

specification appears to define QS-21 is as an example of 
one of the saponins and to reference literature that 
teaches one how to isolate QS-21 from a mixture of 
saponins. The Examiner also stated that because QS-21 
appears to be an essential ingredient of the claimed 
invention, the attempt to describe QS-21 and how it is 
isolated is an attempt at incorporation by reference of 
matter essential to the practice of the claimed 
invention. The Examiner further stated that the 

references cited are not available for incorporation by 
reference because they are non-patent publications. 

In response to the Examiner's rejection, but without 
conceding the correctness thereof, applicants, as 
proposed by the Examiner in the February 3, 2004 
Examiner's Proposed Amendment, have hereinabove amended 
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the specification to incorporate explicitly subject 
matter previously incorporated by reference from Kensil, 
et al . "Separation and Characterization of Saponins with 
Adjuvant Activity from Quillaja saponarla Molina Cortex", 
Journal of Immunology , 14 6 ( 2 ): 4 31-437 (January 15, 1991) 
and Newman, et al . , "Saponin Adjuvant Induction of 
Ovalbumin-Specif ic CD8 + Cytotoxic T Lymphocyte Responses", 
Journal of Immunology , 148 (8 ): 2357-2362 (April 15, 1992). 
Kensil, et al . and Newman, et al . are expressly 
incorporated on page 66, line 10 and page 128, line 27 to 
page 129, line 2 of the specification, and are designated 
as reference numbers "10" and "11", respectively, in the 
Third Series of Experiments . 

Specifically, applicants have amended the specification 
to incorporate the first two paragraphs of the "Materials 
And Methods" section on page 432 of Kensil, et al . and 
footnote 2 on page 2357 of Newman, et al . 

In accordance with M.P.E.P. §608 . 01 (p) ( I ) ( A) ( 2 ) , 
applicants' undersigned attorney states that the 
amendatory material from Kensil, et al. and Newman, et 
al. consists of the same material incorporated by 
reference in the referencing application, and that the 
specification, as amended, does not raise any issue of 
new matter. 

In view of the above remarks, applicants maintain that 
amended claims 100, 106, 107, 109, 110 and 112-125 
satisfy the requirements of 35 U.S.C. §112, second 
paragraph, and request that the Examiner reconsider and 
withdraw this ground of rejection. 
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The Examiner also rejected claims 100, 109, 110, 112, 
114, 115, 124 and 125 under 35 U.S.C. §112, second 
paragraph, as allegedly indefinite for failing to 
particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 
Specifically, the Examiner stated that claim 111 is 
indefinite because the phrase "the saponin" lacks 
antecedent basis. 

In response to the Examiner's rejection, applicants note 
that claims 100, 109, 110, 112, 114, 115, 124 and 125 
have been amended. Claims 100, 109, 110, 112, 114, 115, 
124 and 125, as amended, does not recited the phrase "the 
saponin/ 7 Rather, they only refer to "QS-21." 

In view of the amendments to the claims, applicants 
maintain that claims 100, 109, 110, 112, 114, 115, 124 
and 125 satisfy the requirements of 35 U.S.C. §112, 
second paragraph, and request that the Examiner 
reconsider and withdraw this ground of rejection. 

Rejections Under 35 U.S.C. §103 (a) - Obviousness 

The Examiner rejected claims 100, 114, 115 and 117-125 
under 35 U.S.C. §103 (a) as allegedly unpatentable over 
Wiegand (U.S. Patent No. 5,599,914, issued February 4, 
1997) in view of Jennings (U.S. Patent No. 4, 356, 170, 
issued October 26, 1982), in view of Neurath (U.S. Patent 
No. 4,591,552, issued May 27, 1986), in view of Ratcliff 
(U.S. Patent No. 5,344,870, issued September 6, 1994), in 
view of Patrick (U.S. Patent No. 4,652,629, issued March 
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24, 1987), in view of Blincko (U.S. Patent No. 5,256,409, 
issued October 26, 1993) , in view of Marciani ( Vaccine , 
9:89-96 (February 1991)), in view of Ritter ( Seminars in 
Cancer Biology , 2:401-409 (1991)), in view of Tsuchida 
( Journal of the National Cancer Institute , 78:45-5 4 
(1987)), and further in view of Livingston ( Proc. Natl. 
Acad. Sci. USA , 84:2911-2915 (May 1987)). 

The Examiner stated that Wiegand discloses 

glycoconjugates comprising gangliosides conjugated to 
carrier proteins, wherein the ganglioside has been 
ozonolyzed and reduced at the C-4 double bond of the 
sphingosine base to produce a reactive aldehyde 
intermediate that may be reacted directly with free 
amines present in carrier proteins to form a conjugate 
(citing to col. 1, line 11 to col. 2, line 44), wherein 
the ganglioside may be GM3, GD3 , GM2 or GM1 . The 
Examiner stated that Wiegand teaches that the coupling of 
gangliosides to carrier proteins is appropriate of all 
gangliosides, and that glycoconjugates of gangliosides 
are useful as vaccines (citing col. 1, lines 50-55). The 
Examiner acknowledged that Wiegand fails to explicitly 
teach that the bond between the aldehyde group of 
ozonolyzed and reduced ganglioside and the carrier 
protein would be via a lysine residue of the carrier 
protein. The Examiner also acknowledged that Wiegand 
fails to specifically teach a glycocon j ugate comprising 
the specific carrier protein, KLH, and fails to teach a 
glycocon j ugate having a ganglioside to KLH molar ratio of 
about 200:1 to 1400:1. The Examiner, also acknowledged 
that Wiegand fails to teach a glycocon j ugate within a 
composition containing a saponin. The Examiner also 
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acknowledged that Wiegand fails to teach the specific 
range of amounts of conjugated ganglioside in a 
composition, where the amounts are about l|ag to about 
200j^g . 

The Examiner stated that Jennings discloses the chemistry 
of linking a carbohydrate containing a reactive aldehyde 
group to a carrier protein is well known and likely would 
be via a lysine (citing col. 3, lines 40-46 and claims 11 
and 18 at cols. 9 and 10, respectively). 

The Examiner stated that Ratcliff, Patrick and Blincko 
disclose that KLH was known as a useful carrier protein 
for carbohydrate antigens (citing Ratcliff, col. 29, 
lines 46-51), small peptide antigens (citing Patrick, 
col. 9, lines 7-28), and for tricyclic antidepressant 
drugs (citing Blincko', col. 7, lines 29-41). 

The Examiner stated that Ritter discloses the 
desirability of conjugating gangliosides to KLH. The 
Examiner stated that Ritter discloses that covalent 
attachment to KLH results in the production of IgG 
antibodies in melanoma patients, and that the production 
of IgG antibodies is desirable because IgG antibodies are 
of higher affinity, better able to penetrate solid 
tissue, able to mediate antibody-dependent cell-mediated 
cytotoxicity and remains in the circulation for longer 
periods after immunization (citing page 106, 1 st col.). 

The Examiner stated that Neurath, using KLH as the 
carrier protein and ' the SPDP heterobif unctional linker 
method of Wiegand, teaches peptide-KLH conjugates contain 


Applicants: Philip O. Livingston and Friedhelm Helling 
Serial No.: 08/477,097 
Filed: June 7, 1995 
Page 29 

approximately 200 peptide molecules per KLH (citing col. 
17, lines 15-40) . 

The Examiner thus concluded that it would have been prima 
facie obvious to one of ordinary skill in the art at the 
time of the invention was made to have made the 
conjugates of the claimed composition, wherein the 
conjugates comprise a GM2 ganglioside covalently bound to 
via lysine residues of KLH, a well-known carrier protein, 
by reductive amination as taught by Jennings, and to have 
achieved a ganglioside-KLH molar ratio of between 200:1 
to 1400:1, because Neurath teaches that a molar ratio of 
hapten to carrier protein of 200:1 can be achieved using 
KLH and using a method that attaches the hapten to KLH 
via lysine residues. 

The Examiner acknowledged that Wiegand fails teach a 
glycocon jugate within a composition containing a saponin. 
However, the Examiner stated that Marciani teaches that 
the use of 20ug of QS-21 as an adjuvant in a genetically- 
engineered subunit vaccine against feline leukemia virus, 
and teaches that the choice of QS-21 was important in 
achieving an immunogenic response to the recombinant 
viral peptide in that QS-21 was much more effective that 
alum or oil emulsions in eliciting a humoral response and 
were protected from viral challenges (citing page 94, 
col. 2, 2 nd full paragraph to page 95, col. 1). The 
Examiner therefore concluded that it. would have been 
prima facie obvious to one of ordinary skill in the art 
to have used an adjuvant such as QS-21 because QS-21 
appears to be superior to other art known adjuvants such 
as alum and oil emulsions. 
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The Examiner stated that although Wiegand teaches a 
glycoconj ugate that comprises a GM2 ganglioside, Wiegand 
fails to teach a glycoconj ugate comprising GD2 . However, 
the Examiner stated that Tsuchida teaches that GD2 is a 
major ganglioside found in melanoma tumor samples (citing 
page 48, 2 nd col.). The Examiner thus concluded that it 
would have been prima facie obvious to one of ordinary 
skill in the art at the time the invention was made to 
have used ganglioside other than that of GM2 , such as 
GD2 , because Tsuchida teaches that GD2 is a major 
ganglioside of melanoma cells . 

The Examiner also acknowledged that Wiegand fails, to 
teach the specific range of amounts of conjugated 
ganglioside in a composition, where the amounts are about 
l(j.g to about 200jug. However, the Examiner stated that 
Livingston teaches immunization of human melanoma 
patients with a dose of lOOjag of an unconjugated GM2 
ganglioside preparation (combined with BCG or S. 
Minnesota mutant R595) that produced an antibody response 
(citing page 2912, col. 2 to page 2913, and Table 2) . 
The Examiner thus concluded that it would have been prima 
facie obvious to one of ordinary skill in the art at the 
time the invention was made to have determined the 
appropriate amounts of KLH-con j ugated ganglioside to 
administer . 

The Examiner also stated that the claimed invention is 
also drawn to methods of treatment, either a method of 
stimulating or enhancing production of an antibody to GM2 
or to GD2, or a method of treating a human subject having 


L 
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cancer comprising the administration of compositions 
comprising GM2 or GD2 ganglioside conjugates. The 
Examiner stated that Wiegand suggests such methods 
because it teaches that ganglioside conjugates may be 
used as vaccines. The Examiner also stated that 

Livingston and Ritter both teach that melanoma patients 
respond to preparations comprising gangliosides and 
adjuvants by producing ganglioside and melanoma specific 
antibodies. The Examiner thus concludes that it would 
have been prima facie obvious to one of ordinary skill in 
the art at the time of the invention was made to use the 
ganglioside compositions comprising a conjugate of 
Wiegand where the carrier protein is KLH, as suggested by 
Ritter (and also Ratcliff, Patrick and Blincko) and 
further comprising an adjuvant such as QS-21 as taught by 
Marci^ni in methods of treatment for the production of 
GM2 or GD2 ganglioside antibodies, or for the treatment 
of a human subject having cancer. Optimization of the 
dosage, route of immunization, number of sites of 
immunization to administer the composition is well within 
the skill of the ordinary artisan. 

In response to Examiner's rejection to claims 100, 114, 
115 and 117-125, applicants respectfully traverse, and 
maintain that the Examiner has failed to establish a 
prima facie case of obviousness against the rejected 
claims . 

Briefly, claim 100, as amended, provide a composition 
which comprises (A) a conjugate of (i) a derivative of a 
ganglioside, which ganglioside (1) is a GM2 or GD2 
ganglioside and (2) comprises an unaltered sphingosine 
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base, wherein the derivative differs from the ganglioside 
solely by having an altered sphingosine base which 
retains only CI through C4 from the unaltered sphingosine 
base of the ganglioside, and (ii) Keyhole Limpet 
Hemocyanin, wherein the GM2 or GD2 ganglioside derivative 
is covalently bound to Keyhole Limpet Hemocyanin by a 
stable amine bond between the C-4 carbon of the altered 
sphingosine base and a nitrogen of an e-aminolysyl group 
of Keyhole Limpet Hemocyanin; (B) QS-21; and (C) a 
pharmaceutically acceptable carrier; wherein the amount 
of the conjugated GM2 or GD2 ganglioside derivative is an 
amount between about 1 v ug and about 200 ug, the amount of 
QS-21 is an amount of between about 10 ug and about 200 
ug, the GM2 or GD2: Keyhole Limpet Hemocyanin molar ratio 
is from 200:1 to 1400:1, and the relative amounts of such- 
conjugate and QS-21 is effective to stimulate or enhance 
production in a subject of an antibody to GM2 and GD2 , 
the ganglioside, the derivative of which is present in 
the conjugate. Claims 114, 115 and 117-125, as amended, 
provide for methods of stimulating or enhancing 
production of an antibody to GM2 or GD3 in a subject, and 
methods of treating a human subject having cancer, -e.g., 
melanoma, by administering said composition to the 
sub j ect . 

The claimed invention is based on applicants' surprising 
discovery that a conjugate of a ganglioside derivative 
covalently bound to Keyhole Limpet Hemocyanin, e.g., GM2- 
KLH, with QS-21 as an adjuvant, creates is a strikingly 
immunogenic vaccine, far superior to previous 
ganglioside-based vaccines, such as GM2 adherent to the 
surface of BCG, salmonella Minnesota mutant R595 or 
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proteosomes, GM2-KLH only, and GM2-KLH plus DETOX or BCG, 
with regard to (1) higher IgM and IgG antibody titers 
against GM2 and (2). a decrease in systemic and local 
adverse reactions related to administrating to a subject. 
See instant specification, page 58, line 24 to page 59, 
line 19, and page 93, line 16 to page 95, line 15. 

To establish a prima facie case of obviousness , the 
Examiner must demonstrate three things with respect to 
each claim. First, the cited references, when combined, 
teach or suggest each element of the claim. Second, one 
of ordinary skill would have been motivated to combine 
the teachings of the cited references at the time of the 
invention. And third, there would have been a reasonable 
expectation that the claimed invention would succeed. 

The references cited against the rejected claims fail to 
support a prima facie case of obviousness. Here, the 
cited references fail to support a prima facie case of 
obviousness. Specifically, to support a prima facie case 
of obviousness, one of ordinary skill would have to have 
been motivated to combine the teachings of the cited 
references at the time of the invention. Moreover,, these 
references would also have to provide a reasonable 
expectation of success . 

It is stressed that the Examiner has based this rejection 
on the teachings of no fewer than ten references. 
Collectively, these references teach (1) a chemical 
modification of the sphingosine portion of 

glycosphingolipids and the subsequent coupling of such 
modified glycosphingolipids to other molecules, e.g., 
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protein, (2) the preparation of antigenic polysaccharide- 
protein conjugates by directly conjugating a protein with 
an altered polysaccharide, (3) the use of KLH in 
synthesizing carbohydrate antigens, small peptide 
antigens and" tricyclic antidepressant drugs, (4) covalent 
attachment of gangliosides to foreign carrier proteins, 
(5) a radioactive or enzyme labeled synthetic peptide 
conjugated to KLH which employs a synthetic peptide : KLH 
molar ratio of 200:1, (6) the use of 2 0 jig of QS-21 as an 
adjuvant in a vaccine for cats against feline leukemia 
virus, (7) certain gangliosides, such as GM3, GD3, GM2 
and GD2, are expressed in human melanoma specimens, 
and (8) the preparation of GM2-only, GM2/BCG or GM2/R595 
vaccines using 100|ag of purified, unmodified GM2 
ganglioside. From these references, the Examiner draws 
the untenable conclusion that one of ordinary skill in 
the art would have been motivated to combine, and would 
have reasonably expected, this combination to work better 
than previous ganglioside-based compositions in treating 
cancer, such as melanoma. 

Specifically, Wiegand teaches a chemical modification of 
the sphingoid portion of glycosphingolipids and the 
subsequence coupling of such modified glycosphingolipids 
to other molecules, such as proteins. Wiegand also 
discloses the preparation and subsequent coupling of 
reductively aminated ozonolysis products of the GM3, GD3, 
GM2 and GM1 gangliosides. Wiegand, col. 5, line 24 to 
col. 16. Wiegand, however, does not teach or suggest any 
particular species of glycosphingolipid that would 
perform effectively as a vaccine when linked to other 
molecules to form an immunocon jugate composition, such as 


t. 
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the claimed invention. Also, Wiegand neither teaches nor 
suggests that the modification and conjugation of a 
derivative of a particular ganglioside, such as GM2 or 
GD2, would produce a composition having superior 
immunogenic properties relative to a composition obtained 
with the use of any other gangliosides that are listed in 
the reference. 

Furthermore, as acknowledged by the Examiner herself in 
the outstanding Office Action, Wiegand fails to 
explicitly teach (1) the GD2 ganglioside, (2) the bond 
between the aldehyde group ■ of ozonolyzed and reduced 
ganglioside and a carrier protein would be via a lysine 
residue of the carrier protein, (3) a glycocon j ugate 
comprising the specific carrier protein, KLH, (4) a 
glycocon j ugate having a ganglioside to KLH molar ratio of 
about 200:1 to 1400:1, (5) a glycocon j ugate within a 
composition containing a saponin, such as QS-21, and (6) 
the specific range of amounts of conjugated ganglioside 
in a composition, where the amounts are about l|ag to 
about 200^g. 

Jennings teaches the preparation of antigenic 
polysaccharide-protein conjugates by altering a 
polysaccharide molecule via controlled oxidation and 
specifically coupling the altered polysaccharide with a 
free amino group of a protein via reductive amination. 
Applicants respectfully disagree with the Examiner' s 
contention that the conjugation procedure taught in 
Jennings, in combination with Wiegand, provides for the 
identical coupling procedures recited in the claimed 
invention. Specifically, applicants note that Jennings 
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teaches altering the polysaccharide and directly 
conjugating the modified polysaccharide with a protein, 
e.g., tetanus toxoid TT, diphtheria toxoid and other 
proteins derived from bacteria, bovine serum albumin 

(BSA) , or other proteins containing lysine residues such 
as a synthetic polylysine. Jennings, Abstract; col. 3, 
lines 3-54; col. 5, line 17 to col. 6, line 10. The 
claimed invention radically differs from Jennings in that 

(1) a ganglioside, e.g., GM2 or GD2 ganglioside, is used 
to conjugate with the carrier protein KLH, (2) the 
carbohydrate portion of the ganglioside is unaltered 
throughout the conjugation process, and (3) the 
conjugation between the ganglioside and the carrier 
protein KLH does not occurs directly on the unaltered 
carbohydrate portion of the ganglioside, but rather, on 
the altered sphingosine portion of the altered ceramide 
portion of the ganglioside. Moreover, Jennings does not 
teach nor suggest KLH as a carrier protein. Thus, 
Jennings actually teaches away from the claimed invention 
by encouraging one skilled in the art to modify 
carbohydrates and directly conjugate carrier proteins to 
the terminal portion of the altered carbohydrate, and use 
carrier proteins other than KLH. 


Ratcliff, Patrick and Blincko only teach that the carrier 
protein KLH may be useful in the synthesis of 
carbohydrate antigens, small peptides antigens and for 
tricyclic antidepressant drugs, respectively. None of 
these references teach or suggest any gangliosides , such 
as GM2 or GD2 ganglioside, let alone specifically 
conjugating KLH with any gangliosides. Ratcliff merely 
provides a general list of carriers suitable for the 
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synthesis of carbohydrate antigens . Such carriers 

"include proteins, such as the appropriate serum albumin, 
such as human or bovine serum albumin, keyhole limpet 
hemacyanin, tetanus toxoid, and the like." Ratcliff, 
col. 9, lines 1-4. Ratcliff does not teach or suggest 
the use of a particular carrier conjugated to a 
ganglioside that would produce a composition having 
superior immunogenic properties to treat cancer, such as 
melanoma . 


Patrick discloses a laundry list of suitable carrier 
proteins for creating small peptides antigens. Patrick, 
col. 9, lines 7-28. Similar to Ratcliff, Patrick does 
not teach or suggest the use of a particular carrier, 
i.e., KLH, conjugated to a ganglioside that would produce 
a composition having superior immunogenic properties to 
treat cancer, such as melanoma. 


Blincko provides a list of carrier proteins which include 
"keyhole limpet haemacyanin (KLH) , bovine serum albumin 
{ BSA) , human serum albumin (HSA) , polytuf sin or other 
repeating unit polypeptides, polyamino acids or random 
copolymers of amino acids, or lysozyme or other enzymes." 
Blincko, col. 7, lines 29-37. Blincko discloses that KLH 
as the more preferred carrier protein since immunogens in 
which the carrier protein which comprises KLH are found 
particularly effective in raising high titre antisera. 
Blincko, col. 7, lines 37-42. However, applicants stress 
that Blincko neither teaches nor suggests a ganglioside 
or the conjugation of KLH to a ganglioside. 


Ritter teaches that the 


"covalent attachment of 
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gangliosides to foreign carrier proteins such as KLH" can 
induce consistent IgG antibodies to gangiosides in the 
mouse. Ritter, page 406, col. 1. Ritter also teaches 
KLH-GM2 conjugates. However, Ritter does not describe 
the chemical nature of the conjugate or of how to make 
the conjugate. Hence, Ritter neither discloses anything 
conjugated through the ceramide portion of a ganglioside, 
nor enables making a conjugate where "the GM2 or GD2 
ganglioside derivative is covalently bound to Keyhole 
Limpet Hemocyanin by a stable amine bond between the C-4 
carbon of the altered sphinosine base and the nitrogen of 
the s-aminolysyl group of Keyhole Limpet Hemocyanin." 
Furthermore, Ritter does not teach or suggest (1) an 
adjuvant such as QS-21, (2) the 200:1 to 1400:1 GM2 or 
GD2 lactone: KLH molar ratio, or (3) the specified amounts 
of conjugated GM2 or GD2 ganglioside derivative recited 
in the rejected claims, as amended. 

Neurath discloses a radioactive or enzyme labeled 
synthetic peptide of no more than 60 amino acids 
conjugated to KLH, which is employed as a diagnostic tool 
to determine the presence of Hepatitis B surface antigen. 
Neurath discloses a synthetic peptide : KLH molar ratio of 
200:1. Nowhere does Neurath teach or suggest any 

gangliosides, particularly the GM2 or GD2 ganglioside, 
glycoconjugates or a ganglioside : KLH molar ratio. 
Furthermore, Neurath' s specific teaching of a synthetic 
peptide-KLH molar ratio of 200:1 does not teach the range 
of values, i.e., "from 200:1 to 1400:1" of ganglioside-- 
KLH molar ratios as claimed in the instant invention. 


Marciani teaches the use of 20jag of QS-21 as an adjuvant 
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in a vaccine for cats against feline leukemia virus . 
Marciani also teaches that the vaccine consists of a 
recombinant protein, rgp70D, which is a non-glycosylated 
protein derived from the envelope glycoprotein of FeLV 
subgroup A envelope gene, that is absorbed on to 
aluminium hydroxide and used in conjunction with QS-21. 
Although Marciani teaches that "the purified saponin 
component elicted a high titre antibody response and also 
induced an affinity maturation of these ant ibodies , " 
applicants strongly note that this observation is 
strictly limited to QS-21 when used in conjunction with a 
feline leukemia virus vaccine for cats . Nowhere would 
one skilled in the art associate this reference with the 
claimed invention. In other words, Marciani does not 
teach any gangliosides , glycocon j ugates or the use of QS- 
21 with a glycoconjugate . Therefore, Marciani does not 
provide a motivation to combine such reference in 
combination with any of the cited references. To 
consider otherwise would be hindsight. 


Tsuchida teaches certain gangliosides, such as GM3, GD3, 
GM2 and GD2 , are expressed in human melanoma specimens. 
Nowhere in Tsuchida does it suggest cleaving the C4 
position of the sphingosine base of any ganglioside to 
create a ganglioside derivative, and covalently binding 
such ganglioside derivative to Keyhole Limpet Hemocyanin. 
Nor does Tsuchida teach using such ganglioside derivative 
with QS-21 as an adjuvant. Furthermore, Tsuchida does 
not teach any of the numerical values and ranges recited 
in the claimed invention . 

Livingston discloses vaccines containing either purified 
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GM2 only or purified GM2 with BCG or R595 as adjuvants. 
Livingston also discloses the preparation of such GM2 
vaccines containing lOOug of purified, unaltered GM2 
ganglioside. Livingston, page 2912, col. 2. Livingston 
radically departs from the claimed invention in that it 
neither teaches an altered ganglioside derivative that is 
conjugated to KLH nor the use of QS-21 as an adjuvant. 
Furthermore, the lOOug amount taught in Livingston 
applies only to unaltered GM2 . Without a teaching to 
suggest otherwise, Livingston fails to teach the 
limitation of "the amount of the conjugated GM2 or GD2 
ganglioside derivative is an amount between about ljug to 
2 0 0(ag" recited in claims 100, 112, 114 and 115, as 
amended . 

According to the M.P.E.P. §2143.01, 

"[t]he mere fact that references can be 
combined or" modified does not render the 
resultant combination obvious unless the prior 
art also suggests the desirability of the 
combination . " 

In re Mills, 916 F.2d 680 (Fed. Cir. 1990) (emphasis 
added) . As demonstrated above, there is simply no 

motivation or suggestion to combine the cited references 
to create the instant invention. The collection of cited 
references is the result of the Examiner's impermissible 
use of hindsight to combine these references based on 
knowledge of the applicants ' invention and underlying 
discovery. None of the references cited by , the Examiner 
give any suggestion, motivation or "indication of which 
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parameters [are] critical or [a] direction as to which of 
many possible choices is likely to- be successful" to one 
skilled in the art to create (1) a composition which 
comprises (A) a conjugate of (i) a derivative of a 
ganglioside, which ganglioside (1) is a GM2 or GD2 
ganglioside and (2) comprises an unaltered sphingosine 
base, wherein the derivative differs from the ganglioside 
solely by having an altered sphingosine base which 
retains only CI through C4 from the unaltered sphingosine 
base of the ganglioside, and (ii) Keyhole Limpet 
Hemocyanin, wherein the GM2 or GD2 ganglioside derivative 
is covalently bound to Keyhole Limpet Hemocyanin by a 
stable amine bond between the C-4 carbon of the altered 
sphingosine base and a nitrogen of an £-aminolysyl group 
of Keyhole Limpet Hemocyanin; (B) QS-21; and (C) a 
pharmaceutically acceptable carrier; wherein the amount 
of the conjugated GM2 or GD2 ganglioside derivative is an 
amount between about 1 N ug and about 200 \iq , the amount of 
QS-21 is an amount of between about 10 ]iq and about 200 
lag, the GM2 or GD2: Keyhole Limpet Hemocyanin molar ratio 
is from 200:1 to 1400:1, and the relative amounts of such 
conjugate and QS-21 is effective to stimulate or enhance 
production in a subject of an antibody to GM2 and GD2, 
the ganglioside, the derivative of which is present in 
the conjugate, (2) methods of stimulating or enhancing 
production of an antibody to GM2 or GD2 in a subject by 
administering said composition to the subject, or (3) 
methods of treating a human subject having cancer, e.g., 
melanoma, by administering said composition to the 
subject. In re O' Farrell, 853 F.2d 894, 903, 7 USPQ2d 
1673, 1681 (Fed. Cir. 1988) . Essentially, one skilled in 
the art would have had to conduct undue experimentation 


Applicants: Philip O. Livingston and Friedhelm Helling 
Serial No.: 08/477,097 
Filed: June 7, 1995 
Page 42 

to achieve applicants' successful yet unexpected result. 

Assuming for the sake of argument that the combination of 
Wiegand, Jennings, Neurath, Ratcliff, Patrick, Blincko, 
Marciani, Ritter, Tsuchida, and Livingston established a 
prima facie case of obviousness (which applicants 
vigorously dispute) , applicants respectfully maintain 
that any such prima facie rejection would be rebutted by 
the fact that the claimed invention demonstrates an 
unexpected advantage, e.g., markedly superior immunogenic 
results when compared to previous ganglioside-based 
vaccines, such as GM2/BCG or GM2-KLH plus DETOX or BCG, 
with regard to (1) higher titers of IgM and IgG 
antibodies specific for GM2 even at lower doses, and (2) 
a decrease in systemic and local adverse reactions 
related to administrating to a subject. 

Applicants' specification teaches that QS-21, at any of 
the dosage used, resulted in a qualitatively different 
response than those achieved with the prior art adjuvants 
to GM2 ganglioside. Instant specification, page 93, line 
16 to page 95, line 15. The immunogenic responses 
achieved with the use of GM2-KLH vaccines alone or with 
optimal doses of BCG or DETOX were substantially less 
effective than the claimed invention which includes QS- 
21. For example, even at the lOjug dose, all patients who 
were treated with the claimed composition produced IgG 
antibodies detectable by dot blot immune stains against 
GM2 . On the other hand, with the same amount as above, 
patients who were treated with GM2-KLH alone or with 
optimal doses of BCG, salmonella Minnesota mutant R595 or 
proteosomes -had only rarely resulted in more than 1 
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detectable IgG response per 6 immunized. patients. 
Instant specification, page 94, lines 20-27. 

The instant specification also teaches that local 
reactions to dosages of 100-200(ig of QS-21 were "quite 
different" in terms of local adverse reactions than those 
seen with comparable dosages of BCG and DETOX. Instant 
specification, page 94, line 5. It states that the local 
response is more diffuse than the response generally seen 
with doses of DETOX or BCG inducing comparable systemic 
symptoms. Instant specification, page 94, lines 8-11. 
It additionally teaches that a surprising feature of the 
subjects' response to QS-21 was that several days later 
(at most 10 days later) the local reactions had 
completely abated and there was no evidence that the 
vaccination had been administered to that site. Instant 
specification, page 97, Table 6. Furthermore, at the 
lOOjag dose, patients treated with the claimed invention 
showed resulted in only 2 episodes of low grade fever in 
44 injections and the local inflammatory responses, which 
were limited to 2-4 days, did not interfere with daily 
activities. Instant specification, page 93, lines 29-34. 

Therefore, in view of the surprising nature of this 
invention, one of ordinary skill in the art would not 
have been able to predict, based on the cited references, 
whether the claimed invention would be more effectively 
immunogenic even at low dosages, and result in a decrease 
in systemic and local adverse reactions. Moreover, one 
of ordinary skill certainly would not have reasonably 
expected the superior effects over to previous 
ganglioside-based vaccines, such as GM2/BCG or GM2-KLH 
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plus DETOX or BCG as discussed above. To maintain 
otherwise would be hindsight. 

In view of the above remarks, applicants maintain that 
claims 100, 114, 115 and 117-125, as amended, satisfy the 
requirements of 35 U.S.C. §103 (a) . 

The Examiner also rejected claims 115 and 116 under 35 
U.S.C. §103 (a) as allegedly unpatentable over Wiegand 

(U.S. Patent No. 5,599,914, issued February 4, 1997) in 
view of Jennings (U.S. Patent No. 4,356,170, issued 
October 26, 1982), in view of Neurath (U.S. Patent No. 
4,591,552, issued May 27, 1986), in view of Ratcliff 

(U.S. Patent No. 5,344,870, issued September 6, 1994), in 
view of Patrick (U.S. Patent No. 4,652,629, issued March 
24, 1987), in view of Blincko (U.S. Patent No. 5,256,409, 
issued October 26, 1993), in view of Marciani ( Vaccine , 
9:89-96 (February 1991)), in view of Ritter ( Seminars in 
Cancer Biology , 2:401-409 (1991)), in view of Tsuchida 

( Journal of the National Cancer Institute , 78:45-54 

(1987)), in view of Livingston ( Proc. Natl. Acad. Sci. 
USA , 84:2911-2915 (May 1987)), and further in view of 
Irie (U.S. Patent No. 4,557,931, issued December 10, 
1985) . 

The Examiner stated that claims 115 and 116 also read on 
methods of treatment of tumors of epithelial origin. The 
Examiner stated that the combination of Wiegand, 
Jennings, Neurath, Ratcliff, Patrick, Blincko, Marciani, 
Ritter, Tsuchida, and Livingston fail to teach treating a 
cancer of epithelial origin. However, the Examiner 

stated that Irie teaches that the ganglioside GM2 is 
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found on or in tumors of a variety of histological types 
including melanoma and breast carcinoma (citing col. 1, 
lines 28-31) , which is an example of a tumor of 
epithelial origin. The Examiner thus concluded that it 
would have been prima facie obvious to one of ordinary 
skill in the art at the time the invention was made to 
use the ganglioside compositions comprising a conjugate 
of Wiegand where the ganglioside was a GM2 , where the 
carrier protein is KLH, as suggested by Ritter (and also 
Ratcliff, Patrick and Blincko) and further comprising an 
adjuvant such as QS-21 as taught by Marciani in methods 
for the treatment of a human subject having an epithelial 
cancer . 


In response to the Examiner' s 
116, applicants respectfully 
the reasons provided below. 


rejection of claims 115 and 
traverse this rejection for 


Briefly, claims 115 and 116, as amended, provide for 
methods of treating a human subject having cancer which 
comprises administering - to the subject an effective 
cancer-treating amount of a composition which comprises 
(A) a conjugate of (i) a derivative of a ganglioside, 
which ganglioside (1) is a GM2 or GD2 ganglioside and (2) 
comprises an unaltered sphingosine base, wherein the 
derivative differs from the ganglioside solely by having 
an altered sphingosine base which retains only CI through 
C4 from the unaltered sphingosine base of the 
ganglioside, and (ii) Keyhole Limpet Hemocyanin, wherein 
the GM2 or GD2 ganglioside derivative is covalently bound 
to Keyhole Limpet Hemocyanin by a stable amine bond 
between the C-4 carbon of the altered sphingosine base 
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and a nitrogen of an c -amino lysyl group of Keyhole Limpet 
Hemocyanin; (B) QS-21; and (C) a pharmaceutically 
acceptable carrier; wherein the amount of the conjugated 
GM2 or GD2 ganglioside derivative is an amount between 
about l'ug and about 200 ug, the amount of QS-21 is an 
amount of between about 10 ug and about 2 00 ug, the GM2 
or GD2 : Keyhole Limpet Hemocyanin molar ratio is from 
200:1 to 1400:1, and the relative amounts of such 
conjugate and QS-21 is effective to stimulate or enhance 
production in a subject of an antibody to GM2 and GD2 , 
the ganglioside, the derivative of which is present in 
the conjugate. In one embodiment, the cancer is of 
epithelial origin. 

The references cited against claims 115 and 116 also fail 
to support a prima facie case of obviousness. 

It is stressed that the Examiner has based this rejection 
on the teachings of no fewer than eleven references. 
Wiegand, Jennings, Neurath, Ratcliff, Patrick, Blincko, 
Marciani, Ritter, Tsuchida, and Livingston have been 
discussed above. 

Irie teaches that the GM2 ganglioside is found on or in 
tumors of a variety of histological types, including 
melanomas and breast carcinomas. Irie, however, does 'not 
provide the elements missing from the references 
discussed above, i.e., it does not disclose or suggest 
the claimed composition comprising a conjugate covalently 
bound as recited in the claims, and also including QS-21, 
or a method of using such composition to enhance or 
stimulate antibody production, to treat cancer, or to 
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prevent relapse of melanoma in patients at risk of such 
relapse, or the numerical values recited in the claimed 
invention. For this reason, claims 115 and 116, as 
amended, are patentably distinct over Irie in combination 
of Wiegand, Jennings, Neurath, Ratcliff, Patrick, 
Blincko, Marciani, Ritter and Livingston. 


Moreover, as discussed above, the claimed invention 
demonstrates an unexpected advantage, e.g., markedly 
superior immunogenic results to previous ganglioside- 
based vaccines, such as GM2/BCG or GM2-KLH m plus DETOX or 
BCG, with regard to (1) higher titers of IgM and IgG 
antibodies specific for GM2 even at lower doses, and (2) 
a decrease in systemic and local adverse reactions 
related to administrating to a subject. 


In view of the above remarks, applicants maintain that 
claims 115 and 116, as amended, satisfy the requirements 
of 35 U.S.C. §103 (a) . 


Summary 

Applicants maintain that claims 100, 106, 107, 109, 110 
and 112-125, as amended, herein are now in condition for 
allowance. Accordingly, a notice of allowance is 

respectfully requested. 


If a telephone conference would be of assistance in 
advancing prosecution of the subject application, 
applicants' undersigned attorney invites the Examiner to 
telephone him at the number provided below. 
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No fee, other than the enclosed $490.00 fee for a three- 
month extension of time, is deemed necessary in 
connection with the filing of this Amendment. However, 
if an additional fee is required, authorization is hereby 
given to charge the amount of such fee to Deposit Account 
No. 03-3125. 


Respectfully submitted, 


I hereby certify that this 
correspondence is being deposited 
this date with the U.S. Postal 
Service with sufficient postage as 
first class mail in an envelope 
addressed to: 


John ^. JWhite 
Registration No. 28,678 
Attorney for Applicants 
Cooper & Dunham LLP 
1185 Avenue of the Americas 
New York, New York 10036 
(212) 278-0400 
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PROPOSED EXAMINER'S AMENDMENT 

below. Should the changes and/or 


Page 2 


An examiner s 


amendment to the record appears 


be filed as provided by 37 CFR 


addition, b. ■ " — *— 1 

action offer. « arnendment, H MUST V- submitted «o later H- «he 
1.312. To ensure consideration oi sutu 

payment of the issue fee. 

Authorization for this examiner's amendment wos given in a telephone interview with 

xxx on xxx. 

The application has been amended as follows: 


In the specification: 

at page 38, line 13, after 


XKensil et ol. 1991)'*, the following was added: 


• . | | *-*m cnuare obtained from Hauser 
Course* chopped Q. saponaria ba* |«—— f 1 — <T^ 

c h e ffi i, 5!5j2 ^^ 

, . nT1 the ^ r -..^ the two -nprnititwiM were pooled. To 

T W extraction ir p whs repeated on the bark pel. — _ 

~ i «o u.onhilized tHi™" 1 ^^ m 40 

iern^^^ u 

~~ . r~m mrftnl ) ™ d either r h~~"^»P»ed through 

, ^8r. arid in wate r - ■ ™-~ntvation ol 250 mfi/ml tw_J - 

xm ir, 40 mM irrtir ti-H — ™« the- hemolytic 

SepJ^dexJ^^ "TTT 

— ' : <• U „^ H ooqinst 40 mM aortic »™d with the 

a,*^^^ 

• u The hemolytic fr^tion was Ivonhilized 

hemolytic^ 

r 900 '„il hi " n "' M acelic acld " m 
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Art Hint: 1642 _ . _ 

J. i- *■ ■-, nm- nnrlird *" Silica LichTOT 
, v/v/v): 1 Pl "f ihis far""" WBS *pp» cu — _ 

. , kit. 40 m 65 am r aTllcle sg ^' 

TLC vi^alizatiT- Dial s Teafign,!-^-^ 

^solved ■» t -OjaNUi — „ ,« ,„,. u~1.Y s.^im. 

^odieBLofOJ%T^ 

fraction 21 from Q- Saponaria bark extract. 


In the claims: 


Claim 126 was canceled. 


A composition which comprises: 

a) a conjugate of (i) a GM2 gangliosidc 

( unaltered oligosaccharide part and an 
altered sphingosine 


C,ahn119 " derivative [which 

altered ceramide portion comprising an 
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with ozonc^jmdw^^ " . . rM2 

nfFrr^T-irnpetllcroocggin-, Vhrillaia 

b) QS-211, a saponin derivable from the bark of a C^nllaja 

saponaria Molina tree], and 

c) a phannaceulically acceptable earner, 

■wherein the amount of the conjugated GM2 ganglioside 

. a „h«„t 000 ue the amount of [the saponin] QS^ 

derivative is an amonnt between abont 1 |ig and about 200 ^g, 

a v.rmt 100 ue. and the GM2: Keyhole Limpet 
21is on amount between about 10 ug and abont 200 ug, an 

antibody to GM2[,] 

[wherein in the conjugate .he gangHoside denvatwe , . 

a*— m- - — — ^ ^ " r W UmPet " 

The composition of 119 wherein the amount of the [saponin] 
Claim 127. * j 

QS-21 is about 200 ug. 

Claim 129 The composiuoB of claim n^hichcontprises: 
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a) a conjugate of (i) a GM2 gangliosidc derivative [which 

■ 3, paltered oligosaccharide part and a, altered ceramide portion comprising an 
composes an unaltered ^ ^^^^ 

altered sphingosine base], . 

^ri«ced at the C4 position of the sphmgosme 

with ozone, and wherein an aldehyde group is introduced ^ 

-„ h fin Keyhole Limpet Ilemocyaninlv L tbe GM ^ 

nrtinr nM7 ganelioside, and (u) Keyhole I pe 

7 . v, i , H,l r r h-'-lj™ ?* 1 Hemo n h V ft stable <anl ° e 

f ^Hin-H- ^^v»tive is covaj e ntly boundjo the Keyhoie j^ r~ 

,,rr» ih.ilrT ir-r»' H^nocvanin; . .... 

- y " . ^^vauie from the bark oi a Quillaja 

b) QS-2H, a saponin derivable rrom ui 

saponaria Molina tree]; and 

c) a pharmaceutical* acceptable comer, 

wherein the conjugated GM2 ganglioside derivative is 

s aboutlOO,gandthe^^ 

•«i rxi 1\ is effective to stimulate ot 
*. ^ — of snch cor.jng.te and [S »ch -poum] QS^ 

ertance production™ a subject of an antibody to GM21.) 

[wherein in the conjugate the gangl.os.de der.vat.ve ,s 

«h» of - — - - - ~- — ^ ° f ,te 8 ^ : 

.eHv^andthenitrogenofthe— ^^ofKevho.eT^.Hen.oc^.n,.^ 

I t 
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■ , ' A method of stimulating ot enhancing production °^ 834 . 

ceramide portion comprising an 

^^^^^ 

saponaria Molina Ircel; and 

c)ap»aimace»ti M lly»<=««P<» bteo * ,r " :I; ' 
w „c^ .h« anK.-t of *. co^gated OM2 gangH-de 

k ^ about 10 tig and about 200 jig, and the GM2. Keyhole 
sanoninl QS^l is amount between abontiu^ig an 

saponmlC^ fom o 00 l to 1400:1, the Native counts of snch conjugate 

LimpetHe m ocyaninmola 1 »at 1 oisf I x J m200.1tol4 irtf 

• 1 OS 21 is effective to stimulate or enhance production in a subject of an 
and [such saponin] C2?j^l « euccw 
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c^bon of ft. altered sphingosinc to» of .he altered ccram.de portion oftbe gangiiosidc 
derivative and thenitrogen of the grovpof Keyho.eL im p«Hc m ocy M , ta ]so as ,o 

ftereby stirnniateor enhancenroduetion insaid subject of (ft. antibody] a*^ directed to 


OM2. 


Claim 132. A method of treating a human subject which comprises 

administering to ft. subject an effective amount of . composition which comprises: 

a) a conjugate of (i) a GM2 gauglioside derivative [which 
comprises an tiered oligosaccharide part and an altered cer^nide portion comprising an 

aUeredsphrn s os i nebase^w J! ere jr M^ j M "I- In*. ■■^ cle gvg, 

- serein an M**, T«** is intro. l,,, , * rt ftr- CA position of the sphingosine 

r ^-. ^.^.....ioside. and 00 Keyhole Limpet Hemocyanint; ! wherein the GM? ,. 
gangHoside derivative is cova.en.iy bound ,o .he Keyho.e Umpe. HcmoCyanin by a s..b.e amtne. 

n. - ■ .Mf- r-r~'~ — 

of Keyhole T. impel Hem ocvanin; 

b) QS-21[, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier; 

wherein the amount of the conjugated GM2 ganglioside 
derivative is present in an amount between about 1 „ and about 200 „. the amount of [the 
saponin] QS^is amount between about 10 ug and about 200 ^ and the GM2: Keyhole 
Limpet Hemocyanin molar ratio is from 200:1 to 1400:1 . the re,ative amounts of such conjugate 
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and [such saponin] QS^l is effective to stimulate ox enhance production in a subject of an . ; 
antibody to GM2[J 

[wherein in the conjugate the gauglioside derivative is 
ccvalently bound to the Keyhole Limpet Hemocy anin by a stable amine bond between the CV4 
cvbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and the nitrogen of the f ,aminolysyl group of Keyhole Limpet Hemoeyanin] so as to 
stimulate or enhance production in the subject of [the antibody] antibody to GM2 and thereby 
tTeat the subject. 

c|aiTnl42 Themethod of claim 141, wherein the conjugate and the 

[saponin] OS-21 are mixed on the day of administration to the subject. 
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EXAMINER'S AMENDMENT 
ys, — — — » *" — Sh °" ,d " M,d/W 

„ 12 ..^^^^cr^an^^^MUSi'.e..— »o *« 


payment of the issue fee. 

Authorization for this examiner's amendment was 


given in a telephone interview with 


xxx on xxx. 


The application has been amended as follows: 


In the specification: 

at page 38, line 13, after 


'(Kensil et al. 1991)". the following was added: 


s ^^ ojL§lgJLW , s T< T e^ed on the bark pellet an d 

T>oTieTits the sMiaia^^ resolved m 40 mM 

nnnsanonm comrK>nents, the snpema E T . . 

Tnr/ml > ™ d either ^™™atoeraphed *»™R h 
,cetTc acid in wat er at a conccnl rrtim. ol 7S0 m fi/ml (w.y j_ 

Se^h^e^^ 

" v_ tkp Vi^miolvtic ftarti«™ w«s lyophilized 
he^lvu^^ " , . 

M d__redi^olved_^ 


ro 
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r.h1nT oform/m ^^"l/walcr^?/->7/ft,v/v^? : K rv— 

^^^^^ 

^^^^^ 
^^^^ 

^ a— * - aw - — — * — ' " " " W ~ " 

• « _,„j 1o Hwness P^t y nfsimo ^ ^ w»* assessed by analytic^ 
A ml/min and ^ivirfimllv rotavapped 1o dryness, nir. y 

" " . £ „ T t-» ■» cm irmpt hi with a" .T 

HWr rvvdac ClA l r »riHr si,c, 3000 nm pore W 4.^ T 

_ ... ( ., , . „ ,|, r ,|M iT ii' llif ndp-mri n~*™- ™v*™e phase HPLCfe 
prs.dient of 0.1 ^ TP A in acetonitnle. QS-21 is deimeo a s . 

fraction 21 from Q. Saponaria baxk extract. 
Tn the claims: 

Claims 139 and 145 were canceled. 


Claim 138. A composition which comprises: 

a) a conjugate of (i) J panplioside derivative [an 
oligosaccharide portion of a gangliosidc comprising an altered ceramidc moiety inching an 
al tered sphingosine base], wher^h^^ 


n , nne . and S» h^in an aldehyde group 


^H^ed at ^ rA position of the sphinposine portion 
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- " b)2 S^l,.sapo n i«<.e ri v,b.. & om,h«b Mk .f.Q».. taJ » 
saponaria Molina tree]; and 

c) a pharmaceutically acceptable earner, 

wherein ihe amount of the conjugated [oligosaccharide 
, ^ „ n i™«t 1 lie and about 200 |Xg, the 
oftheleanelioside derivative is an amount between about 1 Hg an 
portion oi the|gangho . ^ ^ ^ ^ ^ 

• n 9 I is an amoim between aboin iu ^g, ™ 
carbon is present in a CII 2 group]. 


Claim 146. 
OS-21 is about 200 u.g. 


The composition 


of 1 38 wherein the amount of the [saponin] 
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Claim 148 


The composition of claim 138 which comprises: 
a) a conjugate of (i) gangWde^eijv^ 

^.^^ 

u, h„«d between Ihe C-4 carbon of Ihe spbingosine base and Che 

Hemocyauiu by a stable aimue bond between 

h) QS-2U, a saponin derivable from the bark of a Quillaja ^ 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 

wherein the amount of the conjugated [oligosaccharide ,., 

* about 1 tig and about 200 u.g, the * 

portion of the]ganglioside derivative is an amount between about 1 ug 

amount of.be saponin] C^M* about 100 , g , and [W hen the gang.ioside is OM2 the .. . 

^^evhoieLimpetHemocyanin] the ganglioside -.Keyhole Umpet Hemocvanin mo.or ra.o . 
fr om200:lto 1400:1.*. relative amounts of such conjugate and [such saponin] bemg 
active to stimuiate or enhance production in a subject of an antibody to the ganglioside, 

[wherein in the conjugate the oligosaccharide portion of the 
gang Hosidc derivative is cova,cntly bound to the Keyhole Umpct Hcmocyanin through .04 
carbon of the altered sphingosine base of the altered ceramide portion of the gangiiosid. 


PO 


2/3/2004 lZ:Ot> HPi 


-&rley COMPANY : 


Applicalion/Control Number: 08/481,809 
Art Unit: 1642 


Page 6 


derivative and to an f.-aminolysyl group 
carbon is present in a CH 2 group and]. 


of Keyhole Limpet Hcmocy anin, wherein the C-4 


■. „ 0 An ^odof^l^«^."^' ,,od ^ <rf -- 

Claim lT>v- 

^«mkitfinft to the subject aa effective 
antibodies ,o . ganglioside in a subject which composes — • 

omountofa composition which comprises: •• 

a) a Colgate of (i) lUSSEaaH^ffi^ 
oligosaccharide portion of a ganglioside comprising an altered eeiatnide moiety iitclytliug an 
8 „„edsp W ngosi«eb,e,,whe^^ 
„^e^^ 

c.nie.l^U^^ ^ 
Hemocvani. bv a S ,.b.e amine bond - « «— °< — ^ ^ « 

h>pS -2U, a saponin derivab.e from -he baric of a Q».I..«M., 

saponaria Molina tree]; and 

c) a phaimacentically acceptable carrier, 

wherein the amount of the conjugated loligosacchMide 

. u.Wm about 1 US and about 200 ug, the 
portion of. he] g anglioside derivative* an amount between about lug 

*. g aug,io S ide is OM2 the CM^evhoie Limpet Hemocvanin, the gangiioside^hoie I-tmpe, 
HcmocvaninmoiarratioisfromaOO, to ,400a, the reiative amonn. of such conjugate and 


r© 

Farley COMPANY 


Application/Control Number: 08/481,809 
Art Unit: 1642 


Page 7 


[such saponin) OS-21 being effective to 
antibody to the ganglioside, 


stimulate ot enhance production in a subject of an 


[wherdn in the conjugate the oligosaccharide portion of the 
Reside derivative is covalently bound to theKeyhole ^H^^m^^^ 
ca.bon of the altered sphingosine base of the altered cer.nide portio.of the ga^ioside 
derivative and to an e-aminolysyl group of Keyhole Limpet Hcmocyanin, whercix, the C-4 
ebon is present in a CH, group, and] so as to thereby stimulate or enhance production in the 
subject of Ihe antibody lo Ihe ganglioside. 

ClaimlSl. A method of treating a humar, subject having cancer which ^ 

comprises administering to the subject an effecti ve amount of a composition which comprises: y 

a) a conjugate of (i) j r"nplioside derivative [an f \ 
oligosaccharide portion of a ganglioside comprising an altered cecamide moiety including an { 

o^aM^e^^ 

.f the sanelioside , and (ii) Keyhole Limpet Hemocyanin[an immunogenic protein-based 
^.rein the aanglio ^e derivative is covalently hound to the Keyhole Limpet 
tt-^i, bv , stab ^ ^ine bond between th e C-4 carbon oftMl^m^^^ 
Tiitrnppfri of the E-ar^- y~* ™™ of Keyhole T impet Hemocyanin; 

b) QS-2U , a saponin derivable from the bark of a Quillaja 

ii 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 
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wherein the amount of the conjugated [oligosaccharide 
potion of the]ganglioside derivative is an amount between about 1 >ig and about 200 ng, the 

the gimglioside is GM2 the GM2 :Keyhole Limpet Hemocyanin] the ganglioside:Keybole Limpet 
IIeinocvaIim molar ratio is from200:l to 1400:1, the relative amounts-df^h-conjxvgate and 
{such saponin] OS-21 being effective to stimulate or enhance production in a subject of an 
antibody to the ganglioside, 

[wherein in the conjugate the oligosaccharide portion of the 
ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin tfarouRh a C4 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and to an E -aminolysyl group of Keyhole Limpet Hemocyanin, wherein the C-4 *v 
carbon is present in a CH 2 group, and] so as to thereby stimulate or enhance production in the 
subject of Ihe antibody to Ihe ganglioside. 


Claim 161. The method of claim 1 60, wherein the conjugate and the [saponin] QS^I^ 
are mixed on the day of administration to the subject. 
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t^eVde^cnptiorTof the nature of any exhibit shown or any demonstration conducted. 
2) an identification of the claims discussed. 

(The identification of arguments need not be le ngthy ™ re or thrust of the principal arguments made to the 
det^Se th^e arguments which he or she feels were or might be persuas.ve to the exam.ner.) 

?> ;SSS5?SS^ ua " ,ess a,ready described in me ,ntervfew Summary Fonn oornp,eted by 

the examiner. 

Examiners are expected to carefully review the applicant's record of *."^t»nce Ir^nrt^. if the record is not complete and 
accurate. SZn^TK^ applicant an extendable one month time penod to correct the record. 


Examiner to Check for Accuracy 


paper recording the substance of the interview along with the date and the exam.ners in.t.ais. 
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Interview Summary 


Application no. 
08/196,154 

Applicants) " 

LIVINGSTON ETAL. 

Examiner 

Anne Holleran 

Art Unit 

1642 

L _ w 



All participants (applicant, applicant's representative, PTO personnel): 
dMnne Holleran. (3) Clndv Yang . 
(2) John White . (4) _ 

Date of Interview: 12 August 2004 . 

Type: a)g Telephonic b)D Video Conference 
c)D Personal [copy given to: !)□ applicant 



W^2 


2 0 


Exhibit shown or demonstration conducted: d)D Yes 
If Yes, brief description: . . 

Claim(s) discussed: 119. 

Identification of prior art discussed: . 


2)D applicant's representative] 
e)D No. 


Agreement with respect to the claims f)D was reached. g)D was not reached. h)g| N/A. 

I^k^T^k. if neces ^ and a copy <* the amendments which the examiner agreed would render the claims 

?orm SS/SKS To P M ™ ,S ,NTERV| EW DATE, OR THE MAILING DATE OF THIS i INTERVIEW SUMMARY 
FORM, WHICHEVER IS LATER, TO FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW See 
Summary of Record of Interview requirements on reverse side or on attachedshe^t 'NTERVIEW. See 


Examiner Note: You must sign this form unless it is an 
Attachment to a signed Office action. 


Examiner's signature, if required 


3. Patent and Trademark Office 
TOL-413 (Rev. 04-03) 


Interview Summary 


Paper No, 20040812 
EXHIBIT E 

Applicants: Livingston et al. 
U.S. Serial No.: 08/477,097 
Filed: June 7, 1995 


nmary of Record of Interview Requireme^ 

a/wumm P !S nt Examln,n 8 Pro «>dure (MPEP), Section 713.04, Substance of Interview Must be Made of Record 

«3ES^ 8tatement 08 10 substance of any face-to-face, video conference, or telephone Interview with regard to an application must be made of rravH in *» 
application whether or not an agreement with the examiner was reached at the Interview. application must oe maoe of record In the 

Title 37 Code of Federal Regulations (CFR) § 1.133 Interviews 

Paragraph (b) 


. Paragraph (b) 

in every instance where reconsideration is requested in view of an interview with an examiner, a comoiete written statement of thA mmam nma.nt._t _ 
~^tmo&m*nn*b.^to«+^ An ^temew does no. r^aTJ n^^^f^S^ %S!^gTtt?*<£X£?. 

ah hi i_in_t__ _uk H.A _» 4 . _ 37 CFR §1.2 Business to be transacted in wrtting. 

TrLS^I^r^L^ Patent or Trademark Office should be transacted in writing. The personal attendance of applicants or their attorneys or agents at the Patent ««h 


incomp.ete^^^^ exdus.ve.y on me written record ln«he Office If thatrecord is Use* 

the «y a mii t Jf,nHl^T 8lb " lt l 0f *),« aPP |k5ant or «•» attorney or agent to make the substance of an Interview of record In the application file unless 

% q^of^ntabn^ 6 eXam ' ner ' S reSPOnSiblllty 10 ~ ^ ^ * ™* ar* to correct SS^S^ 

'"^ewb^eXr^^ 

oTtSS. ' nterV,eW nation is otherwise provided for In Section 8tt£ ^^^07^1 ^S3SSpSS£ 7E£L 
s^b S ^^nt^ WUnread ? bl88cr,pt ' n Office actions or the like, are exduded from the interview rBcordattSpr^ulBe^w vffthe 

^Z^Zt^^ re w co ^ ed ^ Examiners Amendment, no separate Interview Summary RecorStowoSeA ' 
"Contente^^^fiT^ Form 8ha " 06 «T an a PP ro P riate Pap*' No., placed in the right hand portion of the fito^tfUfed on the 
mSSL ^?^f^l" te , W ^ pper - ln 3 P 6180 " 31 lntervlew - 8 duplicate of the Form Is given to the applicant (or attorney o?agenO< a iSkT 
e^E^^^ ^ ^ ca8e 0f 8 or video-conference Interview, the copy is mailed to the applk^oon^po^lnc! address 

S£l£Z2%£?1£? CKC ? c °? muni f ation - lf actional correspondence from the examiner is not likely before an^Sc^^c^er 
circumstances dictate, the Form should be mailed promptly after the interview rather than with the next official oomrmjiilcatan^^ or it other 

The Form provides for recordation of the following Information: 

- Application Number (Series Code and Serial Number) 

- Name of applicant 

- Name of examiner 

- Date of interview 

- Type of interview (telephonic, video-conference, or personal) 

- Name of partlclpant(s) (applicant, attorney or agent examiner, other PTO personnel, etc.) 

- An indication whether or not an exhibit was shown or a demonstration conducted 

- An identification of the specific prior art discussed 

~ f£j^S?!^ hether V a9re ? ment ^ cached and if so. a description of the general nature of the agreement (may be bv 

- The signature of the examiner who conducted the interview (if Form is not an attachment to a signed Office action) 

h«..iH kJ^ d . es ' rable 4031 examiner orally remind the applicant of his or her obligation to record the substance of the interview of 
Set^rS^T' thatth «'"te'view Summary Form will not normally be considered a Sete ancf^S? n^att^^oWintlvie^" 
Snce^l ^me intertiir emented by ^ " *" eXam ' ner to ,ndut,e ' a " <* *• *"**<*"* ltems ^S St* 

t)^riI^« a ^nK^ , r ord ! ,ion ? 0)0 su ^ nco of ar, y interview should include at least the following applicable items: 
l\ ^ .nl^T °", ?1 1,16 nature ^ any emm shown or ar, y demonstration conducted. iwms. 

2) an identification of the claims discussed, 

3) an identification of the specific prior art discussed, 

4) S^^Z^^X^?™^^ ofa substen,ive nature discussed ' un,ess are a,ready — *■* « 

5) a briefldentifica«on of the general thrust of the principal arguments presented to the examiner. 

^ l a T nie ^ n8ed not 08 lenfl,hy or a'aborate. A verbatim or highly detailed description of the arguments is not 
IT„ e ^ en ^ cat i°^ of "If anjuments is sufficient if the general nature or thrust of the principal arguments maoeto the 
d2^X^L to unders ° oc ! l " th l e 00,116x4 °f application file. Of course, the applicant may desire ^phasizTand ftX 

6> a tJZSEtSF a,Bume " ts ^'^ or sne ***** were or might be persuasive to the examiner.) ^ IUBy 

B) a general indication of any other pertinent matters discussed, and 

^ P e P 3n£ ^ fl6neral reSUltS ° r ° Uta0me °' *• interview untess already described ln the Interview Summary Form completed by 

Examiner to Check for Accuracy 

atementaSTbutec 7 ^ im^r" VZ otner ' easons °f record : 1,16 examiner "hould send a letter setting forth the examiner's version of the 
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NOTICE OF OFFICE PLAN TO CEASE SUPPLYING COPIES OF CITED U.S. PATENT 
REFERENCES WITH OFFICE ACTIONS* AND PILOT TO EVALUATE THE 
ALTERNATIVE OF PROVIDING ELECTRONIC ACCESS TO SUCH U.S. PATENT 

REFERENCES 


Summary 

The United States Patent and Trademark Office (Office or USPTO) plana in the near fiittm to; 

(1) cease mailing copies of U*S. patents and US. patent application publications (US patent 
references) with Office actions except for citations made during the international stago of an 
international application under the Patent Cooperation Treaty and those made during 
reexamination proceedings; and (2) provide electronic access to, with convenient downloading 
capability of, die US patent references cited in an Office action via the Office's private Patent 
Application Information Retrieval (PAIR) system which has a new feature called "E*Patent 
Reference." Before ceasing to provide copies of U.S. patent references with Office actions, die 
Office shall test the feasibility of the B-Patent Reference feature by conducting a two-month pilot 
project starting with Office actions mailed after December 1 1 2003 . The Office shall evaluate die 
pilot project and publish the results in a notice which will be posted on the Office's web site 
(www.USPTO.povl and in the Patent officii fWtte (ft fl ) in order to use the new E-Patcnt 
Reference feature during the pilot period, or when the Office ceases to send copies of U.S. patent 
references with Office actions, the applicant musk (1) obtain a digital certificate torn the Office; 

(2) obtain a customer number from the Office, and (3) properly associate applications with the 
customer number. The pilot project does not involve or affect the current Office practice of 
supplying paper copies of foreign patent documents and non-patent literature with Office actions^ 
Paper copies of references will continue to be provided by the USPTO for searches and written 
opinions prepared by the USPTO for international applications during the international stage and 
for reexamination proceedings. 

Description of Pilot Project to Provide Electronic Access to Cited U.S. Patent 
References 

On December 1, 2003, the Office will make available a new feature, E-Patent Reference, in the 
Office's private PAIR system, to allow more convenient downloading of U.S. patents and U.S. 
patent application publications. The new feature will allow an authorized user of private PAIR 
to download some or all of the U.S. patents and U.S. patent application publications cited by an 
examiner on form PTO-892 in Office actions, as well as U.S. patents and U.S. patent application 
publications submitted by applicants on form P TO/SB 08 (1449) as part of an IDS. The retrieval 
of some or all of the documents may be performed in one downloading step with the documents 
encoded as Adobe Portable Document format (.pdf) files, which is an improvement over the 
current page-by-page retrieval capability from other USPTO systems. 


Thoreirftor 8 * N * W E " Patent Refftrence Feature During the Pilot Project and 

■ * 

Access to private PAIR is required to utilize E-Patent Reference. If you don't already have 
access to private PAIR, the Office urges practitioners, and applicants not represented by • 
practitioner, to take advantage of the transition period to obtain a no-cost USPTO Public Key 
In ™? Ucm J € (PKI) digital certificate, obtain a USPTO customer number, associate all of their 
pendingand new application filings with their customer number, install no-cost software 
(supplied by the Office) required to access private PAIR and E-Patent Reference feature, and 
!?T.!. <,>P !?E nate wrangcraente Internet access. The full instructions for obtaining a Pfd 
2ff/S?? Cate avai,able * *• Office's Electronic Business Center (BBC) web page at: 
^y2^J^^^ r/H ^ lo ^ html> Noten^taiwtanaedsigiiature will berequfaedto 

To get a Customer Number, download and complete the Customer Number Request form. PTO- 
SB125. at; fetlr^/www.usnto oov/web/fhrm^hoi 2 VpHf The completed form can then be 
tnmsmitted by facsimile to the Electronic Business Center at (703) 308-2840, or mailed to the 
address on reform. If you are a registered attorney or patent agent, then your registration 
number must be associated with your customer number. This is accomplished by adding your 
registration number to the Customer Number Request form. A description of associating a 
customer number with an application is described at the BBC web page at 
fetto^i^mw.usfftoaov/eho^ria^rt^ P »fr, M 

feature will be accessed using a new button on the private PAIR screen. 
Cited U S * patent *** u s - P** 1 appKcation publication references wiU h* 
available over the Internet using the Office's new E-Patent Reference feature. The size of me 
! downloaded ™ u be displayed by E-Patent Reference so the download time can 
esnmale °: Applicants and registered pracHtioners can select to download all of the references 
or any combination of oited references. Selected references will be downloaded as complete 

nSKTSi? ' ?°? e Portab,C Documcnt Fomat (PdO fi'w. For a limited period of time, the 
usriu win include a copy of this notice with Office actions to encourage applicants to use this 
new teature and, if needed, to take the steps outlined above in order to be able to utilize this new 
feature during the pilot and thereafter. 

During the two-month pilot, the Office will evaluate the stability and capacity of the E-Patent 
Reference feature to reliably provide electronic access to cited U.S. patent and U.S patent 
application publication references. While copies of U.S. patent and US. patent application 
publication references cited by examiners will continue to be mailed with Office actions during 
the pilot project, applicants are encouraged to use the private PAIR and the E-Patent Reference 
leature to electronically access and download cited U.S. patent and U.S. patent application 
publication references so the Office will be able to objectively evaluate its performance. The 
public is encouraged to submit comments to the Office on the usability and performance of the 
u-Patent Reference feature during the pilot. Further, during the pilot period registered 
practitioners, and applicants not represented by a practitioner, are encouraged to experiment with 
me leature, develop a proficiency in using the feature, and establish new internal processes for 
using the new access to the cited U.S. patents and U.S. patent application publications to prepare 
tor the anticipated cessation of the current Office practice of supplying copies of such cited 
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references. The Office plans to continue to provide access to the E-Patent Reference feature 
during its evaluation of the pilot * v 


Comments 


CoiuikituU concerning the E-Patent Reference feature should be in writing and directed to the 
Electronic Business Center (BBC) at the USPTO by electronic mail at eRefcrmcerfSWdn «~ or 
by ftosmiifc to (703) 308-2840. Comments will be posted and made available for publie 
inspection. To ensure that comments arc considered in the evaluation of the pilot project, 
comments should be submitted in writing by January 1 5, 2004. 

Comments with respect to specific ajjpli^oM should be !^t to the T<^ology Centers' 
customer service centers. Cormnents concerning digital certificates, customer numbers, and 
ttN>eteting customer numbers with applications should be sent to the Electronic Business Center 
(EBC) at the USPTO by facsimile at (703) 308-2840 or by e-mail at EBC@nspto.gov. 

Implementation after Pilot 

After the pilot, its evaluation, and publication of a subsequent notice as indicated above, the 
Office expects to implement its plan to cease mailing paper copies ofU-S. patent references cited 
dUfmgMammafao* ofnon provisional applications on or after February 2, 2004; although copies 
fnwtii*!*.**!? 1 * > *^ n ' documents, as well as non-patent literature, will still be mailed to the 
applicant until such time as substantially all applications have been scanned into IPW. 

For Further Information Contact 

Technical information on the operation of the IFW system can be found on the USPTO website 
athttp://ww.u8pto.gov/web/pate^^ Comments concerning the E-Patent 

, T r ?S/ e f5 re . <md q ue8tion8 concenung the operation of the PAIR system should be directed 
SbwS;?^ l ? PTO at (W6> 2I7 ' 9197 ' ^ a C may also be contacted by facsimile at 
(703) 308-2840 or by e-mail at EBC@uspto.gov. 

Date. l/fjU^ P ^J,^ 

Nicholas P. Godici 
Commissioner for Patents 
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USPTO TO PRQHDE ELECTRONIC ACCEflg TO CITED U.S. 
PATENT REFErBnCES WITH OFFICE ACTTONS AND CEASE 

SUPPLYING PAPER COPIES 

In support of its 21 st Century Strategic Plan goal of increased patent e-Government, beginning in 
June 2004, the United States Patent and Trademark Office (Office or USPTO) will begin the phase- 
in of its E-Patent Reference program and hence will: (1) provide downloading capability of the 
U.S. patents and U.S. patent application publications cited in Office actions via the E-Patent 
Reference feature of the Office's Patent Application Information Retrieval (PAIR) system; and (2) 
cease mailing paper copies of U.S. patents and U.S. patent application publications with 
Office actions (in applications and during reexamination proceedings) except for citations made 
during the international stage of an international application under the Patent Cooperation Treaty 
(PCT). In order to use the new E-Patent Reference feature applicants must: (1 ) obtain a digital 
certificate and software from the Office; (2) obtain* a customer number from the Office; and (3) 
properly associate patent applications with the customer number. Alternatively, copies of all U.S. 
patents and patent application publications can be accessed without a digital certificate from the 
USPTO web site, from the USPTO Office of Public Records, and from commercial sources. The 
Office will continue the practice of supplying paper copies of foreign patent documents and non- 
patent literature with Office actions. Paper copies of cited references will continue to be provided 
by the USPTO for international applications during the international stage. 

^hydule 

TCs 1600, 1700, 2800 and 2900 
TCs 3600 and 3700 
TCs 2100 and 2600 

All U.S. patents and U.S. patent application publications are available on the USPTO web site. 
However, a simple system for downloading the cited U.S. patents and patent application 
publications has been established for applicants, called the E-Patent Reference system. As E-Patent 
Reference and Private PAIR require participating applicants to have a customer number, retrieval 
software and a digital certificate, all applicants are strongly encouraged to contact the Patent 
Electronic Business Center to acquire these items. To be ready to use this system by June 1, 2004, 
contact the Patent EBC as soon as possible by phone at 866-217-9197 (toll-free), 703-305-3028 or 
703-308-6845 or electronically via the Internet at ebc(5).u spto.gov . 

Other Options 

The E-Patent Reference function requires the applicant to use the secure Private PAIR system, 
which establishes confidential communications with the applicant. Applicants using this facility 
must receive a digital certificate, as described above. Other options for obtaining patents which do 
not require the digital certificate include the USPTO' s free Patents on the Web program 1 
(http://www.uspto.gov/patft/index.html). The USPTO's Office of Public Records also supplies 
copies of patents for a fee ( http://ebizl.uspto.gov/oems25p/index.html) . Commercial sources also 
provide U.S. patents and patent application publications. 

For complete instructions see the Official Gazette Notice, USPTO TO PROVIDE ELECTRONIC ACCESS TO CITED 
U.S. PATENT REFERENCES WITH OFFICE ACTIONS AND CEASE SUPPLYING PAPER COPffiS, on the 
USPTO web site. 


June 2004 
July 2004 
August 2004 
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E(black borders 
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□ faded text or drawing 
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